In this first issue of Intensive Care Medicine Experimental, two related studies describe the effects of antibodies directed against adrenomedullin (ADM), a vasoactive peptide that is released from various tissues during systemic inflammation, in murine sepsis.
How can we explain these apparently conflicting results? We naturally tend to prefer simple linear reasoning. However, reality, especially in the case of (patho)physiology, is more complex. ADM-mediated effects appear to represent yet another example of this fact. Timing and the magnitude of increase in ADM may be especially relevant in understanding its clinical effects in sepsis. In this respect, it is important to recognize that Struck et al. found that the least efficacious antibody in terms of antagonistic activity exerted the largest beneficial effect on survival. One could argue that other non-ADMdependent effects of the antibody may play a role. However, it could also indicate that only very high concentrations of ADM exert deleterious effects, while modest increases of this peptide are beneficial. In addition to concentration-dependent and timedependent effects, the specific clinical condition of sepsis, e.g., hyper-vs hypodynamic sepsis, is also likely to play a role in the observed discrepancies. It is clear that the path to clinical relevance at the bedside is long and bumpy, and based on the above described results, it is already clear that in sepsis patients, it will be a difficult task to define the therapeutic window of opportunity to modulate the ADM pathway. Nevertheless, further investigation of the effects of modulating this pathway is clearly warranted.
